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1 1 




z 1 *iO f z 3 tt^*t^ti4ttfiiL , r, JP-$H=r. o, s (=o) ifciiSOz; 

W&M.t^*^ ; 
[»** 2 ] 

z^MrS-t^teO ; z 2 ^Mh^ ft\tmXkT^^ ; z 3 *oAr**1t 

[iff** 3 ] 

_ z i_ Z 2_ Z 3_ A r ^4_-7;v^-n^>^;v-e^^>, if** 2 ^-<7)« 
Mb 2] 
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Mb 3] 
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^wmm&m^&'o. «s#-nr 3 r 4 , -c c=o) r 3 . -c c=o> nr 3 r 4 

R 3 *ij;R 4 (^^tiaiLt, JtefcJK^ fcKn*->, 7;v=**v. 
iv>7 7;K;K tf?itt^i:U^Afo77;v^;K H?tLtv>tUv>fti7 





(5£tK R 3 *3 i^RMifrietlwi^tt) 

z i t it o ; z 2 £ (4«r ;v * v > ; z 3 &&m& ; a r $ 
ntv^Uv>7x-;v; C 4f^ii5 mm<Dm. ;^R' £ 5 li 6 £ 

m^m i o ] 
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4/E 



4 ^-fsf^-^tfm^&'M&o^t fzi±x&mM-e$)2>, mM9mm<^mmm.^o 
[»«t 1 2 ] 

[Iff**! 13] 
[lf*Jll 4] 

[fS*TM i 6 ] 
[IM^U 7] 

x. 4 X * tz 14 j. X MMffi^fK £ « « iMHM;% £ Silt & tz a6 co Iff 
i~8 ov^i* tL*»^ia<lO'fb^W©'ttfflo 
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mmv^m Hivr/r^- ^mm^m-t ^Kn^y^j? v y >if s# 

[IMt7>1?] 

[0 0 0 1 ] 
[0 0 0 2] 

<7-f ;V^c7?^^^t „ 1/ F n ^ ^JV7 W-f ^ t f fti^^ (Human Immu 

nodeficiency Virus, JaTHIV«t) J±, (Acquired immnode 

ficiency syndrome. filTx^f X(A I D S ) t B&i") WUH i: & & - t ^ tLTV** 0 

^ox^x^Miata, ztit"?<ntzz>$mwmm.m#\ (azi\ 3tc#) 
, tit§nt:v^. SHivitLttt, mm^m^mm 

j yy-Fv-^mmn*- LTtt, Mill at DtSflt § t K n dr y H 'J 5 v 

y >St&to&*&£n-c&* (#ps:#^»i, ±12 2 6fa*c<7Mb^t/ (ix-2) ) 0 

2 ^ 3 ) o 

[# ff» 1 1 WO 0 3 / 1 6 2 7 5 
[#ff»2 ] WO 03/35076 
[#lrM3] WO 03/35077 

vsm<owm\ 

[0 0 0 3] 

[K ® Iril^t & & O^Sl 
[0 0 0 4] 

mi-zmmtK $t*7 j & *m (^i^vm^^*^ i vi, shtlv-i c 

Human T cell leukemia virus type 1 : h Tttfiii^^VXlI) t/CF I V (F 
eline immunodeficiency virus : ^nx^fX-J'f^) ^ KSIV (Simian immunode 
ficiency virus : t^X^^f^) HI) s #MIVI, ftAIDSi, Sfctt 

(i) ^ : 
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t 

z 3 

X z 2 — z 1 




(I) 



Z^i^Z^if^f^SLt, JMt<&\ O, S, S (=0) ffciiS0 2 ; 

(2) z^Mh^/cteo ; z 2 Wlt^s ^ii«r;v^f v> ; z 3 /W§^; ^oa 

(3) -z J -z 2 -z 3 -A r^4--7;i/^-n^>-v;v-e^^> _tia 2 ws^olt^tk •€-<£> 

mm±M^M^ tfzii^rtibomn^o 

(4) 5£: 
lit 7] 
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(5) C^S^ filTl^t^f^iT^^, _hfB4|B«0^t/> ^©ll±i^ 
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Mb 9] 




(6) R^^tt^^^WT^dr^. tt$JiTV^Uv^>^n7J^;K g$l£tl 
TU^t«»^^ ^tt»-NR 3 R 4 , -C (=0) R 3 > -C (-0) N 

r 3 r 4 R 3 js itFR 4 {±-e^^tLas:LT. 7X*> tFn^v. 7;v3^->> am 

(7) R^mTi^tv^fw^^*^, ±ts i lam^ns^, ^-o^Jut^^^ 
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Kb i o ] 



f 

R 3 



Me. 



A" 



,R 4 



? 

R 3 




,R 4 



N 




fa 



' N --R 4 




(5^^ r 3 # itf R 4 J±iiufBtM«) 

(8) z 1 Sfctto ; z 2 wg^ffcii»7;v^v> ; z 3 ^#l$^; Ar# 

(9) _tfEl ~ 8 OV>-f tL^^|B«0<b^%, ^-0»±l^#$tL^M> £*:«tL^ 

do) h i >x^7--tfia«SiJ-e^^±lS9iBttois^M%o 

(11) r/f^y-Wl^t^^I^KI^IiMt*^, _tfB9 sB^oBsuM 

(12) #L^;vx£ij-e&&, ±iB9fBttoE^ia^o 

(13) #CH I V£iJ-t?&£±fB9!Bf^EilM i $?o 

(i 4) _tiai oiBmcoE^m»^, im^mmmmM^xif/ttzityuv-r-^m. 
& f&tt * * -r * .lib i o is« <d mm ffij&yo 0 

(i e) ±m9mm<Dmnm&mz&^%ztitmmti-&^4x%?zi l ±^4xm?iL& 
[#pj!<7>3M] 

[0 0 0 5] 
[0 0 0 6] 
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, 1?!)xJi\ *^-V>, hV^f v>> ynn°v>, rf7>fWA ^-f-;v^ 

rr;v^;vj till ~ l 01©E#mii»«7;^^i^t*L, eflxtf 
ji^;k n-7nfc?;K ^v7nti;K n-7*?-;K 'fVW, sec-T^/K te 
rt-7^/K n-<Of-JK 'fV^^fil', ^jj-'O^-ZK tert-'O^/K n-^vJK -f 
Va^^/ji) n-^7°^K n-^f-ZK n-r7'^^#**^lf 5> ffH<ti 

. »t;vV;v (R«i~6lii) , £ «j» * L < ttjSt*afci ~ 4 ««M£»t 

19, iilf, J^JK n--7°nti;v, ^V^nii^K n-7/f-;K ^V/f*, sec- 

7f-;K tert-T^/K n-^^f-;V> -fVOf^K iN^^f-JK tert-'OfiV, n-"N 

n^;K 2-7r-;K 3-^r-;v> 1,3-7** ->*^-;K 

r->^nr;v^--;vj f±> R«3~i oiaosnttw^^^k^^t^t. m 
x.it, v^n-7°n^n;v 1-v * a 7°n^-;v) „ y^n/r-^ (fflx.it, 1- 

^nrf-)V) , v^n^>x-;v (mx.it, l-i/?u^>7-y-l-4 ^, 2-v^n^ 

~b>-l-xf;K u^-fe>-l-^ ;K 3-v* n^^r-fe >-l--f ;V) . v^nAjr- 

f£\ l-t7f;V, 2-7- "7 2-T>h i ;;V> 9_7>hV;K 1-7 ^^-^ 

h 'J ;K 2-7xf >f>JJK 3-7 ^ ^ > h V ;K 4-7xt>f^K 9-7xt^h'J 

) £«, ffSKS, 7x-«iit7f^ (l-t7f;v, 2-^-7^;v) rt^fk 

, #!JxJi\ -77x-^^fjK >'j7x^jv^fJK 7^*^;k i-t7f;v 

li5~7M) ^^p*L, fUx.{^ l-t°ny-;w, 2-fcfmj^;K 3-fn'j-)V, 1-tfn 
Vv-;v, 2-fn'jy-;K 3-H°nyy-;v. i-^5^7'J^;v> 2--f 5 ^v*'J -jv, 4- 
5 ^y-y 5 2-^ 5 v-;v, 4--f ^ ^VV l-tf 

7>/i;^;k 3-t s 7/'J^^> 4-li5 , /V-^ 1-^9^^^ 3-f7y 4, Jv^^ 
4-tf9V*iJ t°^VvV. 2-tf^Vv;V. 4-fcf^ 1 J> ? ;K l-tf^9 

v-;v 2-tf^7V^-;v N 2-^;v*V-;v, 3 _^;v^V-;v, ^e;v*'jy. r^tKn 

e^^W^w^n^o ft^ m^mwmm^m i±, ^mm^^tut, mm-? 
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mSfMi\ ^m^> #J:^/Xi±S3tJF>«mi*l^l~4 

[Afn7'J-^J atlt ix.ll (fijx.il 3-7'JJV) , f-^- 

(fllx.il 2-^^.-;v, z-^-^=.)V) , tfnv;v (fijx.il l-fcfny/K 2-fcfnV;v 

V;v (fflx.il 1, 2, 4-f'J7/-M-^K 1, 2, 4- h 17 7V-W- > f )l'> 1, 2, 4- 
h 7 >/_ ;v_ 4 _^ ;v) N rf7 V*'J ;V (ffl x il 1-7- h 9 V'J >K 2-7- > 7 W >K 5- 

t- Y yv~') > ^^^-v^;;v (fllx.il 2-^^v* 1 ; ;k 4-^^-9-V" 1 J /K 
. 'fy^tv*';^ (fijx.il s-'fv^tv'v^ v4ftvv /k 

, fT^/'J^ (fflx.fl 2-f7V'J;K 4-f7V'J;K 5-t-T V'V ;V) , *FT 9 JT 
V*y;V, ^fVf7^^ (fflx.fl 3-^7f7 > /'JiV, 4-^7f77'J;V, 5-f7f77* 
i; ;v) , t"'Jy> (fflxJl 2-t?yy>K 3-t?yv>>K 4-tfVv;V) % fc?y^v?-;V (ffl 
x.fl 3-t±°y^v-;w 4-tfij > trys^-^ (fflx.fl 2-t°'J5y-;v, 4- 

lfyW->K 5-tl V 5 . 7 7f-^V (fflx.fl 3-7 7f-;V) . t'7y-JV ( 

fflx.il 2-t°9^-;v) , t^ty77'J;V (fflx.il 1, 3, 4-t^ty77-^-2-^ 
;v) , ^>y7'j;v (fflx.il 2-^>v*[b]-7 i ;;v > 3-^> Vlb]? v ;k 4-^>Vlb]7 
y;K 5-^>vlb]"7U ;k 6-^>V"[b]-7 y ;k 7-^> v*[b] v y ;v) , ^77*f^-^ 
(fflx.fl 2-^>vlb]-T-^-;K 3-^>V[b]-f-^^;v. 4-^>v*[b]f-^-;v. 
y~[b]^-^-;i/, 6-^>v1b]f-^-;K 7_^>y[b]T-^^;v) „ ^>X-f5^v*'J;v ( 
fflx.fl ^ ^v'V 2-^>vM ^ ^v*y >k 4-^>vm ^ ^yy ;k 

yM^Vyy^v) . y^777^K ^y7*i^t7*'J jv, ^y^^v;v (fflx.il 2-^r 

d^y -;K ^ ^y N ->7;'J-JV (Will 3-^>> 
4_v>vV-;V, 5-y>7'J-JV, 6-v>yV->>K 7-v^y->»> 8-v> 
;y-;v) , ^f^'J-jV (fflx.il 2-^T" W -;V> 4-dfT-^U-^> S-^t^'J^JK 
6 _^^-yMj-;v, 7 -^t-V^J-;v> 8-^t7"'J-iV) , ^7'J;V (Will 2-^7'JJV>_ 
3_^ y i; 4-^y U 5-^^ 'J 6-^^ U 7-^r7 'J 8-^^ U fr) > 7 ^ "7 
i?-;V (Mx.il l-7^y-)K 5-7?7y-^K 6-7^y-^) > ^^/'JJV ( 

7-^7^;'JJK 8^7^7'J^) . 7°f'Jy-^ (fix. I*. 2-7r'J 

4_^t- i ;v-;V. 6-^t- i ;v-^> 7-7"f'Jy-;V) , ts fr/*\T V 7 j. t" > 
lsi;y-;v, 7^'Jy-JV (fflxtl 1-7^'Jy^iK 2-7 7'Jy-JV, 3-7^'Jy-JV 
% 4-T^ 1 Jv ? -;K 9-7 7^7-^) . -f>KV;v (fflx.{l 1-^>KV;K 
V. 3--f > K'J 4--f > KU 5--f > FU ^> 6-W > 7-W > FV ^) . >f V 

^>FV;V, 7 7t'^ (flJx.ll l-7it^^ 2-7it^) X«7x7f7 
;V (fflx.il l-7x;f7-7^K 2 -7x7f7^;K 3-7x7f 7^-^, 4-7 

tLtil f!lx.(l ^ h^rv, if^'A n-7 0 n^^v. ^7 7'n^y, n-7h^fy, 
^V7*h^y, tert- "f \ * ^ ^ if ^ *L ^ o 

x.il > h^->7j;v^-;v. b^r->*;v^-;v, n--7°n *°^>-*;v^-;v. ^y^n* 0 
drv7j;v^^;v. n-7h^r^77;v^-;v, ^777^fy*;H~-)K tert--/ h 
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;K n-7*Ky^JK -fyyh^f^ tert-^h ^-S^ ^h^v'.x^K 
[ 7) v*~)v] it ±|B rr;v^f;vj £ l iixii**ua±o=M^**t-£^f&2 

k;i/*-;K n-:/^;^^^ — >>K /fy/f;vx;v*-;v, sec- -7^ ;v x ;v * — ;K tert 

(«xlf, x.^;k -fy^nt^K ^>^;k *;v/^^;vt;^^ (f 0 : 

#;W^^f , ^;Jfcliy7;^^*^^^TJ^^ (M : S> * f-fl'* ^ 

A^^f;vxf;v) , tKo*y7JW, AfnfO;v7^v (W:^;wt'jyxf 

^k;v^^;v, x^y^iU-JHf)!') , ^; l/diy7iV^f^7? /7M^ (M 

->^f-;K ^yy"n*^yxf;vf) % Tv;v (Mx.it *;V5;K flt 

> ^ vj^;v#;w-^~;k 2,2,2- h V 7;v^-n^f-;i/7j;v^-;v. x^y*;v^;» 

r;vx7df ~>t;v*;v# jv**-^ (M : * h ^v^;vyj;v^-;v) „ r 
jv/^J )VT)v*c )i>% >utf~)V (M : * ^^^4 ;v^^;v*;v4?-;v) „ 

^>vM;k . g^£tL-cv>T £ x v^r (Mx.it 

l-yjvtu^yp^m s fcKn^rv^ it$^tv>TUv>7JV^^^*x;v (Mx. 
it ^?>*;v*-^K ^^>-^;v*-;v, ^vT'n^A'*^^ 2,2,2- h u 7 ;v^- 
ox^y^;v*x;K ^ h 3f v'x.^v^v^x.;^) % 7^^^^ 

fctt^n-y^-ciItfeSftf ^"^ & iv>T'; (Mx.it ^>-t? 
^^xy^W-^ 4--7;v*n^>^f>^;v^x.;v) „ i/^nr;v^;v (Mx.lt v 
in^nif^f) . 7 ;y * ^T'tt $ ^ t ^ J; ^ 7 V - ;v (Mx.lt 7i — >K h 7 >> 
„ 7M^7?y^;wtx;v (Mx.it ^f;v7^^;v*x^ y'^^7? 
xv^;v^xi;v^) , TA'W^y*^-*' (Mx.lt y^f ^7 5 y *;^x;vf ) 
T;vxr^^7j;v^-;v (Mx.lt xh*y*^-^) > y^D7*^*^x^ 
(Mx.lt y?D7*nt:;v*;V'fx;v, n^^i/;v#;v4?-;i^) > g$l£tL-cv^T 
Uv^ivyr^^^ (Mx.lt ^^77^^^ ^f^xjvyr^^^K >>v^;v^;v 

7r ^^;V^) „ y;V^r;Vyj;V^x.;V7 5 7 (M '. ^*^^'xjV7^ 7) 

^fy-;v (M : =e*'&' 1 ) S * t y 9 Fnt?9-;v) , ttTv^x 4 J: v^T 5 / (M : 

€7if:li^7;v^;i'7?^ («:y7W?7) , *;v5;vt^) ^^if^tt^ 

tJgfJIfi:* Ic^M^-is <t tf / * l±m«M?- * mfi t Uv^tU v^ft* 
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->F-U-f7yt^-2-^K Kn * v^&;v* V 7^<7) 5 M £ fctt 6 I©ff^t 

sec-y^^^^", tert-^^;v^*. n-o^v^. ^fv^>f;vft, 

tert-^>^JV^^, n-A^rviVft^ -fV^^A/ft, n-^^^^ n 

6 ffi <D T )V * )Vi)mnU.=?- Kfitfc L * * o 

n-^f-JV^J-^K ^fV7'f^ftxf;K sec-^^^^^^-^^ tert 
_-^ ;v ^jLf-;K n _^>^-;vf-^ji^;K ^yOf/Vftif-JK ^-O^Vf- 

^nn^f^, ^nn^f;K i.i-y^nnif-^ 2,2,2- h y ?nnxf^if#| 

^nr;vn^yj tt % -LIB r^DT^^A'J jmjRISW-flMft Lfc3fe&W*U fflx. 
i£\ h^JUtn^ b+y> ^nn^^fy, ^nn^h+->, 1, \-V9 n n.x h dp v 

tn^f^yxf;K ^no^f^yxfjv, ^nn^^xf^ U-^nox 

[y-y)v] {±, ±13 rr^^^J 3&*«*L^*>u^-^*3 J:uUiiB rrv-^J **** 

**jfeiifcU r-t^^v, Tf^^;v^-^->, yf'JiVt^y, ^v/f'J;vt^r 
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, 7 1 Xli 2 w^f n 7 7 jv^^* s tf S L < , 

^/ x /7'JWf^ ^y^/fxr.^^fJK ^/X-f^r/'J^f^ 
y^>y7'jjv^fJK ^ ;v^;K ->>yy~ 

;K 7" 1 ; /f'Jy-i^f^K jSfM'/VWf^ 7xt>>'jy-^f 

;K 7;'jy^jwfK r/KU^f^ ^y^^K'J;Mf-JV, 7rt^f 
;K 7i;fTy-i^7^ 7'J^if)l', (fn'J)VxfJK 4 ^ V 

i; ;i/^-?-;k W ;vx^;k f77^vxf;K f7y77'J;^f^ ^vf 

77ijjvxf;v, IfJ^if^, f y^^xf ^, t? U 5 v -Mf^K 7 7^f— 

^-;vj^;k ^yX^5r/'JiVif^K y^-/77'J)Vxf;v, ^> v^^i/V ;v 
.x-^/k ^y ^-g-i; ^xfjv, y>yjx;vxf^ Vy 3r y y ;v^-^;v 

tix^x%> x^m.mm^&mr^^^i mmztix^xk j:v^**ai*^#-^j ram 

£tL-cv^T£ iv^fn7'J -;vj . [It§tLtv^iJ:v^>7n7;v7-;vJ , re 
ttm£*LTv>Tk iv>7'J -;v^-^vj , rtt$^v^Uv^ r n7'J-;vt^y 

)V^W^yJ > rW&^tLTV^Tfc iv>75MHtJ . ftX^X J: 

rn77^;KtJ ^ rtI§tiTv^Uv^7'J-;vt^y7;v^;vJ > rgm^tt 

rm?fitv^Uv^7n7 1 J-Ji'ft7MJVj , r«^$^Tv*-c% 
iv»7ij-^A'*-Ji'J . rift^^tv^^iv^rnT';-^^^*-^] ^ TS 

„ rS^IStL-CV^Tk £ V> 7 ;V =r ^ -> # ;V5jCxWVj , *LTV>T & J: 

«&»BC9$lt LTti. KKn^>, #>l/#*V, ^nyv (F. CU Br, I 

) , ;\n7MJV (0flx.tf. CFs. CH2CF3. CH 2 CC1 3 ^) > T;V^r^ 

(1?!)£{£\ x^-;v) x i/^7W (f!J£«\ l/?uy°u\£)V) , ->^n7H-Jl' 
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(150xti\ y^n7'n^;v) . y^-a*^ (1?flx.i4\ ^h^v. -^h^rv, 7°n*°^v 

yh^>#;v^-;K x>^->*;v#-;v, tert-7 h v # 
; ytf?-;i^) , - fn, -hnv, lI$^TV>-CUv>7? ^ (1?!)xJi\ T^^riVT? 

7 4rf^75A ^>7MiV7 5yf) > 77^^7U (fUxii\ ^>^V7^ 
fijf;V75y) , t Ko^y7Uf) , 7 5>K, 7'J-JV 
1 77;^^ (flx-lf, -^>v;v^) . y7A ^Vv7A ^Vv7tf, ^v7t 
K ^vftv7tf> y;v7>7K r;v^jvf-^- (Wx.H\ ^/i^**) > r;v^;v 

K^Vv, 7v K, *Wh\ 75yA 7^HU\ **V^W<b 

&&^\ n&osa (.m-.jimm., mmm.) t^m&mxtb^tk iv» B cut hhonm 

0, Sis i^NiI^^&&i¥^m^£*^ 1 ~4ii, jiff L< f± 1 

-A- 4 ;k \£*7^f-fr-Z-4 ;K b U 7V-jv-3-^ /K fh7 y-;v-5-^ ;K *3r-9-y- 
;V-2--OK ^^-^V'-;V-4--f ^7^7-^^, f77-^-2-AK ^77 
-/l/_4->f/K l,3,4-f7y7V-W-^V, 1,2,4-f 7y7'/-^-5-^K 1,2,4-^ 
T y TV '_ ;V _3_^ l 1 3,4-t J fty77*-^ l,2,4-t^fty77- 
;K l,2,4-t^ty77-;V-3-^K ^7f 77-^-3-^iK t°'Jy>-2-^iV : tfV 

t^y'-^^jv, ^^v-j^-^v, ^ > 9 7-;v-5-4 ^^^-y-;v-2--r ;v 
**-9-y-;v-4-4;K ^v^t7-;w3-^;K f77-M-^JK f77-M-^ 
;K 1 3,4-f7y77-)V-2-AV, 1,2,4-^7^77-^^, l,2,4-f7^77- 
,V-3-V;K l,3,4-i^ty77-;V-2-^;K l,2,4-t^t^77-;V-5-^K 1,2,4- 
t^ty7 y- ;v-3--f ;v\ ^7f7 7- ;v-3-4 ^> £ u v y-2-4 ;k tf V ^ v >-3-4 

C m^lS^^^ #>&ffl^ Lt(i, ±E<7)f f i: 1 ~ 4 5 ~ 8 M©f tMffe (5 
~8i^fl^*S) filter 5 ~ S*^^^^ 13 ^ (01?, SI?, is 

it/ZXiiNJET-^^rt^ 1 ~ 4'^SI#^•t?v^r ^ iv^ 5 ~ 8 R<V%^W6L%M) 75 s ii^-L 
f , Afn7 ,j_,H.f^t^ 0 |g^^^3g^tri4, 5MXi4 6l«fWt Lv^o 
#Ux.ii\ ^7X^5^7-^-2-^^ ^77t^t7-;V-2-^f;K *7 V V-2--f 

;v v>y V >-3-^ >-2--ok >-4-^;v, v >-2--< 7 
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Mb i 1 1 
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I-fbi 2] 




— Z 1 — Z 2 — Z 3 — A rii. fflKli, Z 1 j^iM^S fci±0 ; Z 2 ^#lt^, > ^ V 
$ L < l4^Nn-y>-C'H3fe$tL"CV>-C 6 «£ ^-;v) -e$>& 0 - Z 1 - Z 2 - Z 3 - A r Ji 
Ri|±, t;v^;v (ill, *^;v*l&<) > gm$*L*H&mr;v*;K tt§^v^ 

ft7;^;K ft? tLT V^T *> ± V>~> ^ n T ;V^r >K Ij|§tlTV^UV>77^iV, 
o fS«l7;v^iH^ AfnfO;Htt7JV J r^J;y ! ^rn77M)vm 

»lt<li-NR 3 R 4 , -C (=0) R*isXV-C (-0) NR 3 R 4 ^^^S 
^ **v. ^n7>> SfcttfclBR 8 . R 9 ^7>£>«i$^&° 

ff^r^tLTv^r & X v*:»>wt*>f ;i/#;v>K-;K iS^r;^^ y*;v**-^*W-^ 
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" R 3 *5 £^R 4 <Oi Lv>JB/£*H*rW\ (R 3 , R 4 ) = (H, H) , (H, Me) > 

(H, COMe) . (H, COCONMe 2 ) , (H, COCONHMe) . (H, CO 
Ph) , (H, CO-2-H°uy;V) , (Me, Me) , (Me, COMe) . (M e , C O 
CONMez) > (Me, COCONHMe) , (Me, COPh) , (Me, CO-2-tf 
V ftfc*-e&<9, J;f)tlL(li (H, H), (H p COMe) T*J (Me:^f 

;K Ph : 7x-;v) 0 
R 1 1±£ h K$f £ L < tt, &T£^i _ v»1*;K/a>£>*"r*£o 
[4b 1 3 ] 

l/xAAr iAAAP v^WWr> vrv/WT' ^AW 




(sS;^ R 3 £ iC/R 4 {imiSt!WJ^) 
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lit 1 4 ] 

v/W\T> *AAA/* x/WV* uwv* 




3) fe^r;v^r;V5!7;V5j?-;v, 4) &MlT ;v3r;v;f3r~># ;v>}?-;k 5) -t/^Tifiy 

®mr;v^r;v (#!) : -e&&o 

(I) liiijfflKlt J^TwlMt^tfo 

(1) Z 1 fzttO ; Z 2 )i ? m v> ; z 3 W^l=r; A 

(2) cm^^ ? "irlB (4) ttzlt (5) IB«0* ; ^oR^itfffi (6) ttzli (7) 
fB«o3feT?* * i^$ffL<ti. C m^^miie ( 5 ) &M<D& ;^R' ^fu §5 

(7) iamos^*^^o 

(3) R 2 ^7jc«^-t/c^feStT;v^^, iWIKi^fm^o 

(4) ±SB (1) ~ (3) *|WlB#^M7t1-^o 

(5) _zi_z 2 -Z 3 -A r^4-7JVtn^>y;v^/d±4~7;VtD7x-;Vt^ry ; 
C * 3^ V"*- ;V-2~OK f7V'-W-^K i £ ti 1 , 3, 4- * * ^ v T V* - ;W2 

N^-«ra 5 ~ 7 * , ttz \±WM £ fir v> x & J; y \ j -c«ifc $ ti^MT ^ * ;v 
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l«dfe#!)3, 4) -e-ab^o 

(I) tt, fa(fWO0 3/l 6 2 7 5^fc%m<omi&ik&®Jtikt8LLtzi&^ 

5fcH$^7to (I) Ji> >r^5-^ffl«ilEfflJ3J:^/f /:ttH I V»WH» 

„ fllx. JfDesign of Prodrugs, Elsevier, Amsterdam 1985&-ffi<fc£ tLTV^-So 
^3PJHb^%^«±lT^£ti.&mfc Ltli, MtttiLt, tHJ7Al 

x^y-;v75>^ yx^-*7r/it, fijx^y-;V7?>^ 
>«U ^7*;V5>t, y'x ^ y - ;v 7 r/II /: lixf v y y 7 5 >Sf Olffil7 ? > 
; N.N-^v^ifvvi'T? >\ 5 >i^7 5;v^;v7 5 >1&- L tfV v> 
tfny^i^ t;'J>t, ^V + 7'J>t^©Arotffi7<>t;rb7^f 
JV7>^-7AS, xf7Xf^7^7Al, ^yy^f'J^fJ^y^^^Al, ^ 
yy>b'Jxf;V7> ; e- l )Al, ^>y;Vf J7f )V7>^-7AS 1 ^f^hUt^ 
f;V7>^-7Al, r- h 77fJV7>^-7Alf«i4i7> ; e-7Al ; y;v^~- 

7xn;v^/i£f^)t«S ; ^ * >^;v*7St, -f-bftv»«, ^>-tf> 
x;v^>m^> p-F;vxy^iV*>igf ®7JV!i>>iS ; 7X;i7^>iS> 



(A&) 
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Kb l 5 ] 




PtiTfc^T* fclit Fn^fyW; AliCHItliN ; R x ii»T;v*;V 
(H 1 XfS) 

vanced Organic Chemistry. 3 rd ed. John Wiley & Sons, 1985, p370-376«fciB*O * 

iHt^'J^ LTti> yy^nAJryjV*)V**y-f 5 i-j^f- )V-3- (3-1^ ^"r^T < y y 

RlSaflE t LT t± 0 ~ 1 5 0 °C, L < ttlfi* 1 ^7 0^*4. 

<frg-#At3u WO 03/035077 fclB1R<&ft'&'flfe"C* * £ ^iiiJ^f^J. Het 
erocycl. Chem. , 16, 1423-1424 (1979)*^IB«©^^**Ul«^*CT^-C& 4 Q 
BP*, i/TSfote® (R'-CN) 1 1 Fn^>7 5 >3B (N H R 2 — O H) *Rt&S*"C 
ftfeka75 W>A (R x -C (NH 2 ) =N-OHi/:liR 1 -C (=NH) -NR 2 
-OH) C7*f l/>y * ;v#>fy^ f J^REH^ ^ t ^ ft^ftA (P=7k 
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{W> 3 Xfl) 

1Mb 6 * /B v^a l ~ 5^Cffi <d 7K*#H^.T -CO»)tt**<fc K i o T 6 KJS * fir ? - 

Jfeft>dc*Bfc*JBv>S:#'&fcli 0-1 1 Ot, lflL< (iSS~ 9 0 "C JBfiiRR* 
0 ~ 6 0 ffiL< tt^ift-C* 4 o 

K«iat=M*7»*fflv^i^i;^7"n > L < > flixtf* 

(Bfe) 

m i e i 




(fll : ^i^K xf^) ; Me : ; ^©^olB^ttl&iBfcH**) 
(HI 4 JM) 

^Ftt> WO 03/035077 KBa*^^"?** t fct±«&#****ii 
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(m 5 ig) 

-c§ So 
6 ig) 

*^*Bt*fflv»*»#tti o ~ i i o l < ti^?a~ 9 o Kfti^ 
m i±itt§ii s f i l<, 0j £ wr r -fe t- - h v ^m^^m-r %> £ s a 0 

(Cifc) 
Kb i 7 ] 



H O OP \ ,_,2 A 



• z 3— - Z< ^ — N OP 



R 1 L 



A^zr z Y A VYY° Me * 7X » . 2 \^>Y 0Me 

O Nc^ J- " 



J 



Arv 



(US 7 XS) 

#X5g(±. ft^WG^MfrfrW J *«lt4^*4c SP*>x ^7V-;V, ^TvT 
RJ&iftKfc LTti5 0 - 1 5 0t:-C**K Sft L< i±8 0*?>12 0tt*4, 
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^fPJ^b^-tJti, Mx{f*rL^-f A/^I#©ES6i: Utfflt*^ #S&9Mfe£-*M4* ^ 
-2, HTLV-K SIV. S >f > x ^* 9 - 4? t ltfffl"e* *) , #CHIVH^ 

p^M* 2 m g/m 1 £ ^ ^ 4%f^rXFn-^/0. 5%^>m^ 

mm, WJ> tt-^au »J«*^'J> 

T 9 ^ 7;v^>m&^jS§»^ j3J:aVOU±«^>, T*">T*^Ott^-W. *5J:tf 
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itmm n-t^i^o ®'«^{± l if l if m * eo x. if 7"Dt> y y v n 
mm, x * * k«h ^ < 5£ ^ sr«*nii»:iowi©a 

T4H44^ ^P&^-OiJHN «SAlH*fc»)ifiO. 0 5mg~ 3 0 0 Orag, 

»SL<tt. #&0. 1 mg~ 1 0 0 Omg ^1"tL{f^«J Ltt4fWf ± ^ D £fc, 
*jgPK-^©»^> ISA1 B^tz^mO. 0 lmg~ 1 OOOmg, $f £ L < W\ &>0. 
0 5mr 5 0 0 m g £$£-^£0 

[ 0 0 0 7] 

Me= * f- ;V ; Bn= ^ > V \ Bz= ^< > W ^ ; Boc= tert-^ f^y*)V*-^; Cbz= ^ 
y v ^t^y*^ tff ~ ;v ; DMSO= v ^fivx^*jfy F 

mMM i 
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lit 1 8 ] 




i-i 



H 1 X@ 

(3 90 g, 69.5 mmol) <£> ;V (200 ml) IS^it^ 

Kn^y;V7^-^A (4.80 g, 69.1 mmol) £#tiX-, lO^TO^L^. 
Lt#/^S^tS^, 4-/D^7x-;V7^ h > V ;U (11.8 g, 60.2 mmol) ^iDx. 
40 o C^18B#P H lWb/i. «^^ET^*i-*-^^ioT#^tLf^$^7}C (200 ml 

) ^inx ^no*;^«U. WffitfcfcS&fn&fcTJc (100 ml) -e^L^, « 

JifB^%2Wfl^%^^ na *^^ (300 ml) &C, I?Ut7^f U>v*^*>t 
(8.10 ml, 65.9 mmol) ^^Dx, 2B#»I&M Ltz. *&!&£3£ffiT®*-*"& £ 
ot#6it/:Hfet»(7)^^V> (150 ml) v«£l6B#P^MMtfft Ltf:. 

H 3 Iff 

±lfijb^%3<7)m»^^y v> (i50mi) g^tt^wm (20.4 g) 9 

0.2 mmol) ^iOx, 15R&H*#L;fc. iiS:»ffiTS*t4 i i: I: i * 
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sp***-* (450 ml) fffL, 1 M&Ife (300 ml) , 7jc (300 ml) , ftffiSV* U5C ) ■ 
1) giWHRUtift* (150 ml) TftfrLfclfe. jfejtWIthyfAmtfc; »** 

ttVt- (3:1 v/v) t?«FmLT^e>*LfcS»«»w5-II«:*KTM 

Iti-i'^i:^ iot, ^t>4 (3.15 g, ®^W12%) ^*M B B a i:Ltt#/:. 

it&m (3.15 g, 7.11 mmol) h?H Fn77>-'^ WMT^F (1:1 v/ 
v, 60 ml) mm*#M*W> (2.80 g, S.SSHnmol) sirra*^** (0-8 

80 ml, 14.1 mmol) ftttJx., 1B*IW«#L*:. ^fC^SftT ^ 

*s * A ■«* L fc . ft* ft «ffiT«*-T iiiCiotfffe ft v V * r ;v * 
5A^n7f^7^i:#U:. (1:1 v/v) TtetB LTf* 

^ttft^H^ffTllt^J:^ot, <fc#W5 (2.48 g, JR*76%) ftfcfett 

a\ g — p 

(2.48 g, 5.42 mmol) «>*9J-* (30 ml) **T, + + * 

Y*isV<D2S%*?;-^m®. (1.60ml) ftin£, £irC5l$m!*#L;fc. 
« (8 ml) *J:ir* (100 ml) fttPxT^m Lfc*Nl,* *Jfc Lfc*. JJ^^S' X 
^©T-bbV-^f^ATO' (1:2 v/v, 60 ml) 

A' n (705 mg, 5.10 mmol) * J: Aft"* > S> ;V (0.600 ml, 5.04 mmol) ftiJDx., 2^M* 
#Lfc. RjS«K:|fcJfD«[ftT>*-^A7lc»«ftin^. 

*W (1:1 v/v) -c|SfflLT#fe*LfeBfl9W^liIft«ffiT»ai-r*ifc 
KJ:o"C, (840 mg, W4196) ft4Sfeg.fl t LT#fc. 

H 6 HM. 

it^»6 (840 mg, 1.89 mmol) <D * 9 J - » (4 ml) »T1 M*»ftV** 

A*tt* (3 ml) fttnx, 5R*H«#Lfc. / 

* dfctiot:^ l-T 5 J -Z-{±-7)V* u -7 x-;v "/n^ >-2- 

(448 mg, 2.20 mmol) * J: tfl- 1 Kn * V* > U T V*~ (297 mg 2.2 

Ommol) (7)y^^M75F (10 ml) W^, i^tl-xf ;V-3-(3-v^f ;V7^ 
;^nt»*JV*"y^F« (131 mg, 0.683 mmol) is <£ b 'Jxf ;V7? > (0.3 
10 ml 2.22 mmol) ftSn*., 3B#P.1*t# Lfc. EJS«Kl«rtnM**lP^. »^f/ V ^ 

T-r#L7- d:lv/v) ^ffiUftfe^BW*©^** 

ETilltKtCiot, 4b^%7 (910 mg, «83%) ^ifeg H B B tt«. 

(910 mg, 1.57 mmol) , mmtW% (0.910 ml, 9.43 mmol) ^iVhUJ-f- 
;V 75 y (o 700 ml, 5.02 mmol) OT-feh-hV^ (10 ml) ^ fi ^ 1J71 ; 
^7^/ (1.20 g, 4.58 mmol) fcJnx., 3B#W«#L*:. »ft«ET^*1-& - t 

7-fch> (6:1 v/v) t#W LT# 5> tifc g Wft^fl-B t*ETi»t * ^. t C i o T, 
tf^%8 (280 mg, W32%) ft*frfe«J& t LTftfc. 

flS-£W8 (280 mg, 0.500 mmol) ^i^Wb'J^ (599 mg, 4.00 mmol) <D7 '-fe 
(3 ml) ISt7noHJ^fJVy7> (0.500 ml, 3.94 mmol) ft 
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mg, JRSP67 % ) * Hi t t x ^ fz ■ 

IttjA : 227-228 °C #fe H H H « : 7* h - HJ * no 
NMR (CDC 13) 3.46 (3H, s), 4.12 (2H, s). 4.15 (2H, s) , 6.89 (1H. s). 7.02-7. 
09 (4H, m), 7.23-7.28 (2H, m), 7.45-7.47 (2H, m) . 
7tHk&ft : C 2 2Hi7BrFN 3 03 iU 

tfft«[ (%) : C, 56.19; H, 3.64; N, 8.93; Br, 16.99; F, 4.04. 
(%) : C, 56.35; H, 3.57; N, 8.93; Br, 17.08; F, 4.11. 

mm 2 

lit 1 9 ] 

OBz OMe ^ 8 OMe 

11 



10 



N^ N OMe J*~H OMe 



12 



13 




1-2 



#tr (W0 03/035077) !B*«Mfc£*9 (7.15 g, 15.6 mmol) < 70 ^ * 

jfcr Tifc^T tb'JfA^ > F*> 28 % ^ * y ->^*ft (4-70 ml) kWZ., 30±j 

^«i:«T, 2M±iUt (11.5 ml) ^Dt > 

A (2.58 g, 18.7 mmol) £ X If B Vft* (2.00 ml, 32. 1 mmol) ^ J, 

Ra#Lfc. RlS**llt8U* (100 ml) t^v^t, ftlxf^tilBlfc. ***** 
7X (100 ml) * J: (100 ml) "eftfrLfc*. Wttf'J^^feLfc 

oT, <fc#%10 (5.32 g, JR*93%) *WfeM*tt"C^. 

*fllS£l0 (5.32 g, 14.5 mmol) O**^-* (50 ml) M*IMfcy * 

ffiSE# 2005-3014978 
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<yA7K« (22 ml) **!]*.. m*M«»Lfc. ^tK Mtt (10 ml) t»J, 

fetLfcJfifejft*. 4-7;^n7x^«tK5^F (2.30 g, 13.7 mmol) *J:lhl-t 
KD^y'HJTV'-^ (154 mg, 1.14 mmol) ©^5KKn79> (80 ml) »tt 
r s«-ei_if;V-3-(3-yV fjV7 5 ^ "7°n fcf;V) # ^ KiMiS (2.62 g, 13. 

7~mmo0 ZUnk, 2WmmWLtz. Rtftfftfc* (160ffil) ^^P f IY/^ m n L ^i 

tttti*** (200 ml) Ztxrmatt** (100 ml) "Cft^U*:*, J****" >J 
«tfc. »*t*ETS*t^fcCioT ( ft^Wlloa^a* (5.58 g) 

±tMfe^ll©*£*» (5.58 g) , IHfcflSjfc* (6.80 ml, 70. 5 mmol) * J: IT MJ i 
fjV7 ;> (5 00 ml, 35.9 mmol) 07th-l«'^ (50 ml) »«tfc, Mt? h V 7 * 
1***7 4* (8.73 g, 33.3 mmol) £*nx, mi««#L*:. RjB**»Hfc^^^ (50 
0 ml) ■CtfRL, l&fflSW* (200 ml) , tK (200 ml) *J:rflM«* (100_ml) 

^S»*^lf*«ffiT*l*-r*ifcCJ:oT. <K*»12 (5.07 g, »#JR*72%) *® 

%tSSl2 (5.07 g, 10.4 mmol) fc. > V 7 n **-*^^ V Jl2 : ?« V Q« 

50 ml) *in*., 1.5B*W«#L*:. «it«ET«*ti£tKi^a^» (8.98 
'g) (608 mg) ^J:^W5^yy> (15 0 mg, 0. 123 

mmol) oeUVV (3 ml) M^teMfc* (0.115 ml, 1.22 mmol) *tnx., 19 

l*HJ«»Ufc. RteftfrlB*^* (50 ml) T**U 1 M^m (20 ml) , * (20 ml) 
Sitf**!*** (20 ml) ^ftfrLfc*. iMtHJ^^tfc. »**tf£E 

/.%nn*W-^/-^ (30:1 v/v) ^#fflLT»&Jh.;fcB»»«>#W**ET* 
itSifciaot, <fc#Wl3 (217 mg, W72%) «»fct«. 

<t#*13 (5.32 g, 14.5 mmol) ©ttft* * V > (4 ml) **T. * 

*<O1.0»fV^« (2.00 ml, 2.00 mmol) frill*., IP* JilJUfc. 
(4 ml) SJlflftSBM*. (4 ml) friJIlx., ftm^>U-C»ffl Lfc. 

oT#^^ H H H t4^£^ v7 0 o/^-;v-e#^ H B H ^^v\ >ft£«-2 (63.9 mg, JR. 
^30%) 

: 170-172 °C S^h b h W : 4 V7°n/v -;v 
NMR (CDC 13) §: 1.90-2.34 (4H, m) , 2.04 (3H, s) 3.57-3.81 2H. m , 
3.73 (3H, s), 4.29 (2H, s) , 5.16 (1H, m) , 7.06 (2H, m) , 7.33 (2H, m) , 9.34 (1H, 
brs). 

TGiiTHJf : C20H20FN5O4 t Lt 

ff^jt (%) : C, 58.11; H, 4.88; N, 16.94; F, 4.60. 
ftmm. (%) : C, 57.88; H, 4.90; N, 16.65; F, 4.24. 



ffiaE#2 005-3014978 



#11 2003-423947 




O OBn 



NHCbz 

15 



I-4 



^jjffMWO 03/035077) |B«W'ffc^»13*fflV>T, g&ttffl 1 5 XIIKlBfc^ft « 

(2 15 g. 16.9 mmol) (40 ml) gfitf'J7x^ 

^7-f> (3.55 g, 13.5mmol) , (3. 80 .1. 27. 3 

Ki&iibomikmm (4.os g ) (20 mi) mmm*., 3.5^««^u^. 

! f;#U 5t>-»l^^ (1:1 v/v) t«Lt#^/:@»^B« 
H 4 Xfl 

ffrfrfclBJsJtflO *^7^7^i (494 mg) ©ft****" j 1 ^ ^ . 2 
00 ml) *»**l*ffi©***H*T. »^17#H»»bfc. K^J^Jf 

^iU?tt*ttS«**?^^-^ft*U. <fc*«I-3 (2.29 g, aJMX*94%) * 

Bill* : 226-228 °C , trsa . _ , 

NMR (DMS0-d 6 ) 5: 1.53 (6H, s), 3.84 (3H, s), 4.33 (2H. s), 7.19 (ZH, m) , 7.40 ( 

2H, m). , 
Sf*fl**T (positive FABMS) : m/z 360 (M+H) + , 719 (2M+H) . 

%b5ll-3 (200 mg, 0.557 mmol) *5 J: If h U =.*»T * > (0. 230 ml 1.65 «1) « 
:»<ft** L V> (4 ml) §11:, gi&T&TkBEBfe (0.156 ml, 1.65 mmol) SrZJIlx., 17H*IBJ 
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(1 ml) **nx. 20^«L*. RiS*fc2 mWL (0 5 ml) £ 
W72 % ) * m&ffi 0 H h t b X # . 

Nffi (DMstdef^ 1-56 (6H, s) , 1.84 (3H, s), 3.54 (3H, .). 4.37 (2H, s), 7.19 ( 
2H in), 7.41 (2H, m) , 8.47 (1H, s) , 10.45 (1H, brs) . 
KS^tf (positive FABMS) : m/z 402 (M+H) + , 803 (2M+H) + . 

4 

[ft 2 1 ] 



F 



"/"NHCbz "T^NHGbz Y 



NHCbz 



14 

F 



17 

F 



18 



vi ™ oh _ M 




*- O' 



1-5 



1-6 



1 I? 



*ffc5Sl7*fflv>r, *»«10»7XS™«0*ttC*i:-CRJS«rtfv^, ft#*18* 



MA -"213-215 °C B*NM*4fc: ^nn**A-*t^ 

SmR (DMS0-d 6 ) 8: 1.71 (6H, s), 3.60 <3H. s), 4.17 (2H, a). 7.18 (2H, m) , 7.24 ( 
1H, s), 7.37 (2H, m), 8.42 (2H, brs), 10.67 (1H, brs). 
5t*fl-*f (positive FABMS) I m/z 359 (M+H) + , 717 (2M+H) . 

% 4 fc5Sl-5^v>T, WtflS^BlBK^ft^^aD^, ft*«I-6 

M iS^T * 1-57 (6H, .). 1.84 (3H, s), 3.52 (3H s) 4^17 (2H, s), 7.17 ( 
2H, m), 7.17 (1H, s). 7.37 (2H, m) . 8.46 (1H, s), 10.46 (1H, brs). 
K*#*f (positive FABMS) : m/z 401 (M+H)\ 801 (2M+H) . 
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m mt m W 03/035077) fJ*©ft*«19*flJV>T, «tfll«»4I8l=ll«^i:» 

M5«2 (3.03 , 5,04 -» j ^^ ( ^»J^ff^^2fti 

UJtE# 2005-3014978 



#H 2 0 0 3 - 4 2 3 9 4 7 ^- v : 29/ 

»fc £<Oft^23©tt&fc» (1-94b) . bVxW5> (1.40 ml 10.0 nnol)* 
iM-y^^T^^Jy^ (61.5 mg, 0.503 mmol) C9^fc^V> (50 ml) «U 
M-C*7fc#» (0.940 ml, 9.94 mmol) frail*.. 24«HB*t*Lfc. RJd*P* (50iil 
) Jin^""ltm^^;V^ttmLfc. »ffi**tt»JCO* (50 ml) Tft»L;fc*. 

W 7 A^7h^7^-C#U. (3:1 v/v) 

# 1 flaw^H * msrmmt KUiot, 7 * j m* * j£ • - 

cr>>fP^2307-bf-^# (1-35 g, 2.45 mmol) <D*9J-fr (20 ml) »«Ek, MtoTl 
lfeKBMbU^^A7lc#* (5 ml) frJnx., WWL/:. (2 ml); *i D 

SkS&ftLfc. ffititETKti^P^t:, <fc**23 (1.25 g, «49%) * 

m itit>23 (1 25 g, 2.46 mmol) 0» (15 ml) £aV?47 **flS****in*. 

, UiHWLfc. KfiftK* (30 ml) 

, ft&®24 (1.20 g, «99%) ^fWfttLt#/;. 

%tS»24 (1.20 g, 2.43 mmol) * itf3 * A (3.00 g, 20.0 mmol) <7>7-fe 

(30 ml) *#T, ?nn>^W9> (2^50 ml 19 7 mmol) 

£inx a»-c26R>nia*pbfc. rjs«k* domi) , > + (1 

o 2) ^ot itiSftt > y ^M^Di, «^^« L /; «S£K?k* 

kCioTll&^JIttoaS^^-^ 1 ' ft#*I-7 (508 mg, «58% 

Sf (DisO-'de) 7 ^ 1-40 (6H, s) , 4.23 (2H, s), 7.15 (2H, m) , 7.34 (2H, m) , 7.79 ( 
(positive FABMS) ! m/z 361 (M+H)\ 721 (2M+H) + . 

I 238-240 °C N w _ , ou N _ Q „ , 

NMR (DMS0-d 6 ) S: 1.46 (6H, s), 1.83 (3H, s), 4.27 (2H, s) , 7.16 (2H, m), 7.36 ( 
2H, m), 7.89 (1H, s) , 8.04 (1H, s) , 12.22 (1H, brs) . 
Si £sfrf (positive FABMS) 1 m/z 403 (M+H)\ 805 (2M+H) . 
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^-v: 30/ 



[ft 2 3] 




r 2 : 7jCfStM : ?-f £^±^•?-»' 
Ar-Z 3 -Z 2 -Z 1 -Cm: 
[ft 2 4 ] 




C5 



R 1 : 
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^-v: 31/ 



m 2 5 ] 



f 

R 3 
a 









,R 4 



f 

R 3 





Me 




£ 7 \*j* ( * *jxf/U7^() l-H"ni;vV(8K l-^^vV(9), ^ (1 

8 V ri^M 19), ^>vM;v(20). V v>-2-*;v*^;v(2iK 
M22K ^jW-4-*;v*-M23K *;w^M24K 

_^>^ W1J;V(32) ^ ^>*;v*~M33), * 5M* * * -M34) 

( 1 ) Ar-tf-Z^-CUbFC 1 
R^a, R 3 i±(D, (1 6)~(3 4) 0 

R 3 i±(l 6)~(1 8). (2 0)~(3 4) 0 
R 3 Si(l)> (1 6)~(3 4) 0 
R 3 J±(1). (1 6)~(3 4)o 
R 3 t±(l). (1 6)~(3 4)o 
R 3 ii(l)~(l 7)o 
R 3 t±(l)~(2 6)o 
R 3 t±(2)~(2 6)o 
R 3 ti(2)~(2 6)o 

RMijiS.fctfko 
( 2 ) Ar-Z 3 -Z 2 -Z 1 - C SIW* C2« 
R^a, R 3 ii(D. (1 6)~(3 4)o 

R 3 t±(16)~(18), (20)~(34)o 
R 3 tt(l), (1 6)~(3 4)o 
R 3 li(l). (1 6)~(3 4) 0 

ffi|iE# 2005-3014978 



R x ^b 
R^c, 
R x ^cL 
R 1 

R 1 # s g> 
R^lu 
R 1 



R 1 b - 
R 1 ^ s c. 
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R^e, R 3 i±(lK (1 6)~(3 4) 0 
R l ifiU R 3 i±(l)~(l 7)o 
R^g, R 3 ti(l)~(2 6)0 
R^h, R 3 i±(2)~(2 6)0 
R 1 7$ s i > R 3 (i(2)~(2 6)0 
RMijisilFko 
( 3 ) Ar-Z 3 -Z 2 -Z 1 - C St** C 3 <D®& 
R^a. R 3 li(l), (1 6)~(3 4)o 
R^b, R 3 ^(l 6)~(1 8), (20)~(34) o 
R^c, R 3 ti(lK (1 6)~(3 4)o 
R 1 **^ R 3 «(lK (1 6)~(3 4)o 
R 1 ^ R 3 i±(D. (1 6)~(3 4)o 
R^f, R 3 t±(l)~(l 7)o 
R^g. R 3 ti(l)~(2 6)0 
R 1 ^ R 3 ii(2)~(2 6)0 
R l tfU R 3 i±(2)~(2 6)0 
R 1 5±ji3 X Zfko 
( 4 ) Ar-Z 3 -Z 2 -Z 1 - C C4<Dm^ 
R^a, R 3 (±(lK (1 6)~(3 4)o 
R^b, R 3 ii(l 6)~(1 8). (20)~~(34)o 
R^c. R 3 ii(lK (1 6)~(3 4)o 
R^cL R 3 «(l), (1 6)~(3 4)o 
R^e, R 3 ii(l). (1 6)~(3 4)o 
RHH, R 3 «(l)~(l 7)o 
R^g. R 3 i±(l)~(2 6)0 
R x t5%> R 3 l±(2)~(2 6)0 
RHH, R 3 (±(2)~(2 6)0 
R 1 (±ji3 XXfko 
( 5 ) Ar-Z 3 -Z 2 -Z 1 - C m& C5©i^ 
R^a, R 3 t±(l)> (1 6)~(3 4)o 
R^b. R 3 li(l 6)~(1 8). (2 0)~(34) o 
R^c, R 3 ti(l). (1 6)~(3 4)o 
R^d, R 3 ii(l), (1 6)~(3 4)o 
R^e, R 3 (i(D> (1 6)~(3 4)o 
R 1 ^!, R 3 «(l)~(l 7)o 
R 1 R 3 ii(l)~(2 6)0 
R 1 ffhy R 3 ii(2)~(2 6)0 
RH^u R 3 «(2)~(2 6)0 



00^ KC1. 1-M EDTA, 10*M Tris-« (pH 7.6)) ***** ^ ?5 " 
(2 tjBol/ml) Sitf*-*** MWA»«(5 pmol/ml) ***Lfc«, M»* 

( f R Biotin-ACC CTT TTA GTC ACT GTG GAA AAT CTC TAG CAG T-3' 
3'- GAA AAT CAG TCA CAC CTT TTA GAG ATC GTC A-5' 
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33/ 



hDNASB^iJ) 
5'-TGA CCA AGG GCT AAT TCA CT-Dig-3' 
3'-Dig-ACT GGT TCC CGA TTA AGT GA-5' 

2 C0a, WmMNaHCOs ) fc**U «** 40 ^ g/ml K Lfco J 2****5? Jjl^ iJ 
Vv-> (NUNCtt^) ^^;H:ini, 4tf-«», Kt^*« ^™ in 

^Jtt-GM: 13.7mMNaCl, 0.27mMKCl, 0. 43 mM Na 2 HP0* 0. 14 *HW0 
4 ) t2 iM> 1% ^A^V^WJ ^7T- 300 mlfcitlx., 30 fcW7 
u sV^^*U^^7r--C2iaft«H*, «DNAW (2 pmo 

^r±TOS™^*^ C , ^7T- («: 150 mM MOPS (PH7.2), 75 mM 
MnCh, 50 mM 2-mercaptoethanol, 25% glycerol, 500 M g/ml bovine serum albumin - 
faction V) 12 mU *«*39 .l**MLfc]«i**51 -l****. * K *(l[Z 

0 9 xA.|:i4, **ifc (M : 20 mM MOPS (pH7.2). 400 mM potassium glutanete, 1 ■ 
M EDTA, 0.1% NP-40, 20% glycerol, 1 mM DTT, 4 M urea) 9 ml SrjDx. "7 V- h * ^ 

^yv-t4S% L i?60^>^^^->^ RJS***rt\ 250 ilOft^^r-j 
« : 150 mM MOPS (pH7. 2) , 50 mM 2-mercaptoethanol, 25% glycerol, 500 ^ g/ml bov 
; nP oprum albumin -fraction V) "C 3 EI^^-L^o 

\tT^lTr^yyr- («: 150 mM MOPS (PH7.2), 75 mM MgCh, 50 mM 2-merc 
4- a ^onni 9« alvrprol 500 jufi/ml bovine serum albumin -fraction V) 12 mk 

yyhBNA (5 pmol/ml) lml^SDx.. ^-b5*t-fclv>t i <«*U. 

-^-uvjtr-tta) *ft#*3R«fC2oooflft*«iL-ciooMiinx. : so c 

Ul»H«*S*^ 0.05 0/0 Tween20^^U^^r--e2® V ^f ^7 
^9- fD7x^ 7*- > (Vector Laboratories^), 5 mM MgCh, 100 mMN 
an, 100 mM TriB-«(l>H 9.5)) £150 .1JP*.T30 ^2*5^**^2^^ 

v^|?J.#* (ICso) *^*fco 

(%) =100[1-[(C abs.- NC abs.) / (PC abs.- NC absJJJ 

C abs. Mt^lO^^^BS 
NC abs. : NC<£>iJ5bfeffi 
PC abs. : PC<a®bftK 

(?) m^v*™^*^T T m«atolt-4 cloned 10%^Mlfiltt«M 

|^;v??^nyv-h^50^1-fo^L^o MT-4«^W^100^1 3.5 

1 (60ofu (plaque forming unit)) i*oijqx.^o 
(2) Wl^*«»rt-e37TC-C4 HHWtft^ t<t^^P-(4,5-y^^ 
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^-v: 34/ 



<*. T l /_ ; v_2_vf ;v)-2 5-771^^7^7 71^^7^ F (MTT)5mg/ml) , PBS£30^ 

itfltitiw^ i-^T<D7^;^^^^Ia±vt^l50^li £ o^^H^^^ fU? ^150^ 
»»«t(10» b U b >X-100i3 £tf0.4%(v/v)HCl»K V7°D^V -JV)«:j]|]i, 7 V- h - 



^ ^ _ -^g ^ ^ l, x 7 * -if y % v#t±l _ 
0D 56<hmfc690nm(#llRttft)^«feU IS*«WI^ttL/c 0 

#*5o%?iiftii-r* > fb^*J**EC5o fc l^o 

[*1] 





££tt#l 1 
(IC s «,ng/ml) 


Bftfl 2 

(EC 5 „,ng / ml) 


J£*fc0i i 


2 8 


1 9 0 0 0 


i ( i - i ) 


1 7 


18 5 



±MKMm\<nft&m±. aT^tWO0 3/l 6 2 7 5^^IB*0^»G- 7 b 

Kb 2 6 ] 



OH 




Me 



(mg/*^^) 
2 5 0 
2 0 0 
1 0 
4 6 0 m g 



7'J 7g£-v V7 A 



xn n I 

(SWflfll 2 ) 



-b ;v n — 7> 



(mg/«ail) 
2 5 0 
4 0 0 
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^-v: 35/ 



-mtt-jm (fc^-A) i o 

^-ff 6 6 5 m g 
(SKftJtii 3 ) 

ffi'lM^ 0.25 

J —)V 25.75 

•7°n^<9>'h2 2 (?nni;7JVtn>^) 74. 00 

^ft 10 0. 00 
m\§-J&fttx-? J -;V£?!^U iOr£^^yn^9 > h 2 2 <75— flSt'tinx., -30 

■ck^spu %i$mm~ : &-*o o v^t»#st ^ ^ f > ^ f - t> ^"50 

(M^iJM 4 ) 

6 0 m g *#tf«J(i-^o <£ ? icSlljti"* : 

ffit«^ 6 0 m g 

•r > "7° > 4 5 m g 

f^ H B H 'l±-t ;v n - ^ 35mg 

sj?V tf^.;vn 0 n y K> (7K4 1 1 0 4 m g 

h U A^^TK^v^-f-^f* >"7°>' 4. 5 m g 

^f7 , J>|-7^i/^A 0. 5mg 

»S 1 m S 

^ft 1 5 0 m g 

•C-rl^^No. 14>r/aU. S. ^Sv^ca-To ? tbrftfclSt 5 0t 

t?^j|LTN o . 1 8^"r>aU. S. V^;fii" 0 & e>^C£>N o . 6 0^r>iU 

(^^ij^jj 5 ) 

-ffi'lM^ 8 0 m g -7°-ir;v^iJ{±^cD X r> Km&-t& ' 

tS&J&fr 8 0 m g 

Tyy'y 5 9 m g 

fiM H a H tt-fr ;v u - X 5 9 m g 

7'J y V ^> v"!7 A 2mg 
£-ft 2 0 0 m g 

©14J&53% T>"7>* -fe;vn-^ is ±^Xf 7'J >Sv^'>«? A£rl^U No. 

° (Sftltil 6 ) 

v§M^2 2 5 m g •&'&t*&M\±<k<o i. >) \z.Wkt& : 

2 2 5 m g 

mummm ^nn- 2 0 0 0 m g 

^-ff 2 2 2 5 m g 

(man 7 ) 
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^-v : 36/E 



fiH£j£# 5 0 m g 

h >J «5r A *;i/*>y^ f;v-t;vn-x 5 0mg 

yn'77 1 1.25ml 

*j&$ai»* 0 • 10ml 

«- q- v. 

q • v . 

ffi»**n£^ft 5ml 

mnm 8 ) 

m&j&fr 1 0 0 m g 

mmmmv u * v k i o o o m i 
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^-v : i/E 



(l) 




: 

Z 1 *3 j:^Z 3 (±-etL^tL^jZLT, JjLjft^ CK S, S (=0) ifcliSOa! 
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1/E 
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m i a i i t 



[000001926] 
1 9 9 0^ 8H2 30 



8 



ffl|E#^- m«E# 2 0 0 5 - 3 0 1 4 9 7 



